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(54) Tide: SUSTAINED RELEASE PREPARATION 
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^ (57) Abstract: A sustained release preparation containing a dipeptidyl peptidase IV inhibitor and a hydrophilic polymer which can 
fS appropriately inhibit the dipeptidyl peptidase IV activity and is excellent in convenience or compliance. 
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a- iv mwmz^tzfcm&muzm'rzo 

v^7^v;u^7?y-i£-iv(OT> DPP-IV tffl£ftzz.tifiit>%)#& 
M^^GLP- 1 (glucagon-like peptide-l)©TO14fc£ll*U 

W002/062764, WO01/55105, W002/02560) . 

hfrht£tfit>. &sT\zwm~rz>&?\z, tkfcfto dpp-iv m&z&inzmm 
dpp-iv mm%wv77s$ >7 p \z zzfommftm zmm-tz z\ 

t, 'HftliJ^^ (chronic rh inos inus i t i s) IMla £> JMftflli© DPP-IV ffi&LM- 

ffim\z&v%0kfcMm<D®mt&m(Dttmm&iz& d , isti^^i 
£tifc}§-&K dpp-iv mms±g-Lfcz\ti)m&-znT^z> if -7 

T~fe7* (The FASEB) , 2002 ^, ^16#, p. 1132-1134) „ IfdbT, 

nft^^#^bT^?)i«ti^^T dpp-iv m&&<mm~rz>z\ 
tit, m&<DW&*%Tct>trc#>\z, B£L<ft^£%z.t>nz>. 

£fc, GLP-l ©DPP-IV ££SftMfeT&3GLP-l (9-36)75 FtfjfilttMft 

Tf£ffl£WT3fc#>, jliRftft dpp-iv W^n-^^^^^^XC 

Or? - y^-J^UP- • X>F7^ JUV- • 7>F • ^tf'JXA (Am 
J Physiol Endocrinol Metab) , 2002 % 282 # % p.E873— E879) . 

0 (depression) (anxiety) ©Miigtl&l}* DPP-IV SttOfcTfcrt* 
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2 

ttm-zztim&ztiTKz mm. t'j^a?- -iMtf^HJ- 

(Mol. Psychiatry) , 2001 ^ H6#, p. 475-480) . 
58$ ©HI* 

*^Bj#e dpp-iv mtezwuzmmtz c: t«titoT 

Ml «bff £ 1/ < fciriJi'&ja** £ t n 33!«fc**T, dpp-iv SttftXftK: 

#589§#6«, dpp-iv fini*asfcRa*T?^, 1 s 1 
8»fos*«>T5ff^ufcis*, dpp-iv m.m&£mfc&Mft¥t&m&&t>i£z 

1 ) vittivv*?*?-!*- iv nasiifcft*^^?^ &**r-r**tt 
mm ; 

2) M^©||7KttiSi^^*^5M*%m±-e^§MfBl) IB*0»ifft 

mm ; 

4) jMWftT3We*at»Cl-) fB«©#?«MI; 

5 ) IV B&*3S©;tttiJ5i&rt*£fc* 2 S£H±©^ 
*73- 9 J)W}7?—' tr — IV M»^«ffl£a*£:birrfc*E8 ; 

6 ) WfWWfrP-IZ- IV ISHS^ft^MWJi:^^^ 

9 j)w???-iz- iv B»«ft^^*aafttt«3at fttt^to^T&sw 

12 5) gBft<Z)Eg£; 

7) «Ffll«OW*fc»4»*fflT?*Sltt»5) IH*©Eli; 

8) JM«T^JT^^ttIiB5) |H«©E^; 

9) $4 i l^p B ^f3«4'v^^> ? ;U^y5 L ^— t?-IV?Stt£ 10 fc^L 
90&&TS t!5. fef- IV B*38^»a#Jfl«ai; 
1 0)^4 8 WHJ»ty^^y;K^^-f-IVStt^ 10fcV>U 
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WO 2004/024184 PCT/JP2003/011570 

3 

1 1) w&k i R#wa>s 8 nswfcto&oT* jtm^^^^^y- 

if-iv io fc^b 90%&T£i£#5, wtt-vyw??-?— if- iv 

5 12) ^^©^g&*fc«^fflT^SMI29) ,10) *fcttl 1) £>V> 
13) ]fii»teTJW:Cfc*ffi1B9) ,10) 1) Wfnfrfciatt® 

mm ; 

1 4) Pi?Lfttl(CBufB9) ,10) Sfcttl 1) ©Vi*fn*tClB«©aK!l* 

*9Uffl*+* DPP-IV MUte, DPP-IY [iftfSil^^Sl^ ( I U 
BMB) £<k*$HB:BC3.4.14.5] CD#*«tt*H*t"*'fb'&te&«>*"r5. 

sfc, dpp-iv m.mn\*. dpp-iv na*i£tt35«fia*sn'tvisiBo; ^-ojtas 
^^(Dim^nxmm^mt^Tcmz dpp-iv ®m&&& : %'?z 

dpp-iv Ba^stttt, mra$©»w-f2frr£ rw^F (r 

aymond) 7tr-x>f-X (Diabetes) , 47 

#, 1 2 5 3- 1 2 5 81, 1 9 9 8^) J ^Iffilfc^CiDlit^ 

25 Jlt*«T?#5. 

VW-n m.Wm<DMfcMtLT\$. &TF<D{fc&to (1) ~ (8) 

. 3„ 

( 1 ) W002/062764 Ct5fi£ttfc5$; : 
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5 XKfiHf'g-^ -O-, -S-, -SO-, -SO r tfctt-NR 3 - (R 3 

a (i) Tf^^ns-fk^uio^tUTtt, sei^WKiifiFsn**^* 

15 tIISi©t0»^Ji:LTS, HJ*^75X HJX^;i/75 
>, tfUv'X ErUJX X^7-;P75X -^I^;-JV75X HJX 
#/-;i/75X yyi'DA^TSX N, N-^>-J)VX.^U>P 

mmntommmtawtLTte, mm, mm, u> 

20 ^t'toiW&tis. 

;Wt, ^i^B6, fiSM, 7H>I, £x>&, 3A^S, U>=flt, > 

25 m.&&7s.;Mt<Dm<D&mum£LT\t. 7;i^x>, ^x 
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s; (i) T?isnsM», «»T«.oxt), 7i^p«n?»oTt>j; 

1) y77l; 

4 ) 7i/)VM1fr&. h < ttC ,_, 7;U^-# L < «7-fe3\>W , 

;v-*;wtt-r;p (ff^b<«->^P7°ntr;i/^;wt ; E'f ;w , c 7 _ n 7?)i 
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5) M£*lWtt>J;^7$/S (»*b<tt, t>)Vn^)V7^J) ; 

- 5 6) umznx^Th&^t-jvm rosKii *;wt^-r;i«T?M 

$ nxV^T feet ^mm$k 1~1 0<D7)l*r)Vtt& (£F£b <\t^)V^ 
. *) ] ; 

fflC^Te&£ftWTfc«J:^C H 7MM (ffSKfi^^k HJ 7;l" 

/) . C J . 10 i/^D7W-*^XJl/75/I. C w! 77J^JW+-> 

*=$-)WVfc~)V7^;, y^fMJ^r;V7S/) , C 6 . I4 7U- 
20 )IZ)1>*-)17 $ ;&&&ZSC x .,7)Vn^y-ts)Vn^ )V75./M(&L 

* h * jwtt-r ;u7 5 y ) # &a«n* i & v> b 2 TO«&*£^n-6 

»/-JP-3-^;W ] ; 
8) 755V*; 

^6»«h* 1 2fflOilJft»*^rbTViTt)«kV^>if>!S ; 
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6 ~ 1 4 ©7 'J - Jl^S (ffS t < tt7 i-JW ; 
AM*** 

2) Bjft^nTViTfeivshHn^* [»*b<«, *;w^-r;w*-ea 

4) Stft$nTV>Tfe«tV»1g*8!S [$?£b<Wu C H 7JWPS 
;^-JW75/) , AJWW;P75yS, / -*fctt^-C ,. 10 7;U^ 

-^;w\^^;i/75ya («, ^^*M^^75 7^ s^^fcjwt 
^jP7s;) > c 6 . 14 7U-;i/-^;^x;u75y» (flu ^>^;w75 

J) , C HO y^D7;^-*Jl'»75yS, C H! 77»t*'> 
-#;M^-;U75/S> *y-£fc&S>-C H0 7;WXJ^^l'7S;S 

(8K *^;w;*;i/#x;w75A e;/f^^-;v7$y) » c W4 7U- 
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6 -;u-3— r;w ] ; 

R 4 fe^L/ 1 (»*U<J4-f V^Jk 

V 1 0 <D7)l*)im u < ; 
Xj^-O- ; 

& (i) ^^nsMoa^'b, tvt>vt2- [3- 

15 JW -4-7> + v—2—f V^;V- 1 -^V- 1, 2 -yt HP- 6 

—fv*y u;KI -l, 3-^7V-;i/-4-^;^^hu;i/ ; 

2- [3- (75//f;W -4-^h^'>-2— rj^iv-i-ttv 

-1, HP- 6— fV^y U;W -1. 3-^7^-4-M 

20 2 - [3- (7^y^^;w -4-^h^->- 2--fV^5 L ;U-l-**V 
-1, 2-i?kKn-6-< f7*y >J;W -1, 3-f7l/-^-4-M 
#*tf-5 H ; 

2- [3- (75 y*^) -4-yh^>-2-^V7 , fJV-l-t^V 
-1, 2-ytHD-6-fV+yj;P] -1, 3-f7y-Jl/-4-M 
25 ^>$P3Ml/; 

(E) -3- [3- (75yy^;U) -4-^h^->-2-' 1 
-**y-l, 2-i>fcKO-6— f UJU] -2-/o^t5F; 

(E) -3- [3- (75 7 ^^U) -2-<VW-4-7xr;Hl 
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3- -2— fV^Jl/-l-^V-4-7x-;l/-l, 
2-$?tHD-6-<V*/U>*>#* , y-5 H ; 

2-{[3- (757/?;!/) -2--fV^-4-7x^-l-t+V 
- 1 , 2 - V h H P - 6 - -f V * y U JW 7-fe 9 5 K & S b V>. 



K4>, f{iltfctt2S;gttO, lifcli2£;Xa-CH 2 - -O- 
10 -S-, -SO-, -S0 2 -Sfctt-NR 3 - (R 3 tt7j<^!MT$fe« C,_ fi 
7;^;Hs*wf) ft ; RfctTKSS&HH 1 * ~>7/S> -CHO> -B(OH) 2 , 
-P(0)(OR 3 ), -CCR 4 trdi-CH=NR 5 (R 4 «tK^H^ 7?' 

C,_ 6 7;i/^», ->7/», -bDS, -OR 3 , -C0 2 R 3 ^fc« 
-COR 3 ft (R 3 tejiufE<!:l?0;ii§ft^T) ; R 5 «7x-;PS> 7KMS> -O 
15 R 3 > -OCOR^fctt^>^M^/I5 (R 3 ttMfBt|Wlic8^T) * 

^■k R 3 T^$ns c,_ 6 7;i-*;i'S^tT«, x3mk ^ 

20 >^;k -rv^>^;k *^>3\>k i-i^7*nifjK ^\+->;k -rv 
^->;k u-^^K/^k u-^^;k7*^;k 3,3-^^^^ 
;k E-x^i^^fca&Wfsns. 

25 s^^+^l/SwOHftK^bfcS^J-feti*- 



5 



(2) W095/15309 &£KBB*$nfca;: 
Mb 2] 
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-YVCKS/X P-fXX Uv'X *^:*~X 7x~Jl/77-X 7°PU 
X -fe'JX hUoT^X HJ7*h7 7X 5Pn~»> AUX yWHJX 

* 

j6-75/®?£bT«> 0O;U;£/3-7^-X 0-75 y P7°PA°Xt, 
/3-75/">'7P7^>$L 13-75 ;y^D^>|, j3-757^>7P^ 
3-75/v7P^7°^>^ /3-75/X*P*7*>m^W 

10 T^T'feck^o 

±m7$;wimmt, 7$yM*mj$.tz>75i;m£tzfe7s.;mmm± 

iz l )5;^0 2i©fil$tbT^Tfei^„ 

*.fc£c,_ 6 7;M^S> c 3 _ ir >7P7;MMPS> c 2 _ 6 7;i/^r-;^ c 3 _ 12 x7 

07;^^Vi« C 2 _ 6 7;i^~;U*, C 4 . 1! y^o7JWyX-JH 1 C 6 _ 14 7 
20 U-;i/g (»SKtt7i-;H) , C,. ls 77iWH (£F£L<«^X7 

;u*> 7x^^;us) , 7^t>^;^ t^>^p[2.2.i]^\7°^;i/«, t*-> 

7 p [3.i. i] ^y'^mtzafimtfzti&o 
mm&mmt. wm^mtmmz 1 u^h zmv>w$kmit^hx^xh 

£<> ^©i;-5^fimS<hLT^ m^APyxW (£?£L< te7yilt, 
25 r>7yS;7Xl/S-eB^$nT^J;^7Km*; t Hn + S/y?;i/S; 

1 ftHLSTOAPyXK^ (0£L<&7yH) "efi^^tlT^Tfect^ 
C,_ 6 7>)UP + '>S ; AEftSnwcbJ:^ C s _ 14 7U-;i/S£fcte«&£nT 
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11 

c cx f7~»mxwm-znxb j^zkbmsj iz&rtzj^ji&t lt«, 
mm* nx^x $>&^ c 6 _ l4 7 u #s c 6 _ l4 7 u t bx 

rflmsnT^Tt>«fcVi«#U!»J KlfcttSM^gtLTkiu til 

^«tru tru 5 >w£, t!7^n, u jus, -f v*/ u;us, 
Rc I _, 4 7'j-;i/S^<fctWfiSisstt> fi&pJtifc&fff;: 1 fc^u 3m<DW 

10 ffc*£3Tb-WT *>«};<* £©£5£ffi$a<i:bT&> tilfctfAP^ISC^ 

l^Vib3^©AD^>m?- (Jf$l<tt7y*) T?«JftSnT"b«k^ c,_ 6 
7;io*->2 ; *;i/^->^S ; ^j;W\^-f ;U* ; C,_ 6 TJWVXM-JV 
m (&2iL<l&**>7>)Vft—)Vm ; C,_ 6 7;WI/ST^/-£;fcte^- 

15 wmznx^xb&^7 ^ ; 7,)i-fc-)im (ffSKSy/ws;^ 

<«U 5--hO-2-tfU^7Sy», 5->77-2-tfU^;P7^y*, 2 

20 Huts r«jft$nTViTt)«kVitf^u^;PSj K:£tt3«M£L-n3u 
c 6 _ 14 7U-^«^fc}ia^^nTViTfc £ t^m^*x ; ey-^fe«^-e 

±13 r7aym»±©fi^j tvx\t, m%-&Mmisnx^xh£^ 
mznx^xbk^ c,_ 10 7;un^vS, 7->;i/», ®&£nwTfc«fcv>7 
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x.^c,_ l0 7;i/^;i/^ Cj.,r>^D7MM> c 2 _ 10 7;^^;i/», c 3 _,r># 

-;U75 7S (fftKli7W75;l) > kHo^->i, C,_ 6 7)VU 

urns* »F*b<«fc?u^;w &£>W£>fts, 
io ^.«ap^>js^ (ff*L<«7y*, mm, 9km) * ->7ys, zhos, 

C,_,7;WPS («,>y7^tD^J«) , C,_ 6 7^3^v^ c,_ 6 7;i/ 

c,_ 6 7;wu-^->*;p#-;uaiA^a«n*«si 

±IB rff«isnT'b«k^7$ysj fcfcttsg&stLTfciu 
#*->;i/g, Xfrn^Mk c,_ 6 7MJi/-^^;H-;n^.J;^ 
20 sariKatats (ff*L<tteu$w) ^e>s«nss^**i^v^3« 
Ltwfcj:^ c,_ 6 7;wi/»^^«f £ns. 75 

% (in T^$n^ft^ti0^a:bT«, 5£ (i) -e^$n^{t:-&#icD^ 
25 t tf&n*. 

ft (II) Tg£ti5ft£-tjte, &SzK5fotn?&oTt>, 7KSJ4&T?»oTt)J: 
5£ (II) T^SnSfl3-&*®»3i^«t:bTtt, 5£ 
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10 



T^$n§(2S)-l-{{{2-[(5-i/7/tfU> ? >-2-r;U)7Sy]X^;W75 
S}7*?'M-2-i'7/-\ZW)z» (DPP-728) (W098/19998 fcBEtt) » 

5* 




-emtstiz (2s) -l- { [ (3- 1 f d ^ v-i-7 ^ >^;w 7 s y ] 7W;w-2- 

v7/-tfO'J> f > (LAF237) (WO00/34241 fCiBfD » 
(2S)-l-{{{2-[(l-hfU 5 r;l/bf^U >?>-H;H7$ 

;i/}-2-v'7y-eDUv ? > (W002/30890 fc|B«) » 

(2S) -1- { { {2- [ ( tf 5 5? >-2--T 7 5 7 ] X^JW 75 7} 7 -2-5/7 

y-tfau^>, (s)-i-{i-[5-(N,N^^7^;i/75/7s;i/^x;w-2-tfU> ? ;u 
75 y]-2-^^;i/-2-yp t°;i/7 5 y }7-fe^;i/-2-tfD u >*>#;u#x h u 

;i/ (K-361) (W002/51836 CiBSD > 

fc£©N-ar -»^^uv;w-2->-7y-tfou i?>mm# ; 
15 ^; 

O 



c 



CK 



T^^n^L-threo-fyP-f^ ?7)/V*?> (P32/98) . L-allo-f V 
P-fS^l/ 5^7VU> ? >> L-threo--fyo-r->J|/ tfoU^X L-allo-fVO 

20 Ui^HW (WOO 1/72 290 fc£fc!B«0 ; fc£#3£tfeft*. 
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(3) WO01/55105 2-i/7SVU-)y&&tf2->'7 



(4) W002/02560 izam^nrcmmm^m. #£b<&> i-oviv 

5 -8-[6-(t Ho^<>^^)-l,4-^7W>-W^]-l. 3-^^^-3,7-^ 
t HP7°U >-2,6-5?:*>,, 

(5) W001/68603 (CfB«$nfc, o^o A><i:^bfclf a U >»Wm 
Wo $?£L<«> (lS,3S,5S)-2-[(2S)-2-75/-3,3-^^^^'J;W-3- 

5/7 ; -i-7*f tf 5^ a [3. i. o] s\*D-> 0 

10 (6) W002/14271 \Z 13 ® £ tl fc 7 P U •> f§ S # . £ b < « , 
(2S) -1- [ (2S, 4S) -4- (3-^ P P -4-5/7 / 7 x ~;|/) 7 5 7 -2- tf P U >>~;kfr 
;1.t}?-jH-2->'77 tfP'J^X 

(7) W002/38541 KfB1i£nfc~>7 / If P U v>if##o ^L<tt> 
(2S, 4S) -1- [ (2S, 3S)-2-7 5 / -3-^ ^)V-^ J -f ;W -2-5/7 / -4-7 JU:fr 

15 PtfPU^X (2S,4S)-2-5/7y-4-7;^P-l-[(l-tKP^'>^^l/)5/^ 
□ ^>?^7S;]7-kfMfD'J^>, (2S,4S)-2-S/7/-4-7;i/^-P 
-l-(l-tFD^ 5/-3-7 ^ >^;i/7 $/)7tfJVHD'JyX 

(8) WO02/02560, WO 03/055881, WO 03/040174, W0 03/037327, WO03/035O57, 
W0 03/035067, W0 03/024942, W0 03/024965, W0 03/004498, W0 03/004496, 

20 W0 03/000250, W0 03/002530, WO 03/002531, WO 03/002553, W0 03/000180, 
WO 03/000181, EP 1258476, W0 0251836, WO 02/68420, US 6432969 mz^M. 
zntzik^W ; P93/01 

^ sm ^ > riitttsij tit, a*mmjj®\tiummm2m 

25 (/\° l^OTt9 O Om L £ffl</*T/\° F;U©HI«1 O O r 



;W-2, 5-5? k KP-iH-k°p-;u-2-*;i/^=- h u;w 
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Bss+fc^sn* dpp— iv E#«*ffi«[$i**56^ *«v»tt*ne#*«*K: 
»<rrs d^Ucfc d dpp- iv sasnofttasiiwc^^K^^ft-r*. 
WRTicttA^ottfttt. &m-£2mm%*m&o®i& mmum 20*0 

«hbT> #?£b<&lmPa • s&Lt, «kD$f£b<tt4mPa • s«±T 

M7Ktt^^©*^J^bT^ HPC-SSL (Sf B «, B#.W3i («0 
fi) ttOTCtCfctt* 2fi*%7K«©ite^: 2. 0-2. 9raPa-s), 

hpc-sl (^p n p^> b*#»'(«o «) (2o < ct*3tt§ 2 aa%7K« 

©ife^: 3. 0~5. 9mPa • s) , HPC-L (ffiAg* B##j1 (80 
§g) (20'Clz:*Jj-S2MSX7K»flK©ttft: 6. 0-10. OmPa-s), 
HPC-M (iSp D D «, B*t« (80 ») ttOTSfcfctt* .2 
ftg : 15 0-4 0 OmP a • s) > HPC-H (fSi&£> B##ji (80 
St) (20*C£:feW-* 2 M*X*»*©tt« : 1000-40 0 OmP a - s) 
ft£©k HP+'>^Ptf;U-fe^P-^ (HPC) ; 
^hP-XSB-4 («■&£, Mfc^xm (80 m (20«Cfc*3ttS 21 
•SKzR»JR©«i§l : &J4mP a • s) , TC-5RW fSSUfc^X 
H (80 9t) (20'C(c:^3^S 2 MX#»*£©*!i& : &j6mP a • s) , T 

c-ss m&%, mmmxm «*) «) aortc&tts 2 a»%7k« 
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©ttft : mi 5mP a • sK * hP-X6 0 SH- 5 0 (ffiA£» tefflt 

^xm (W) 8) (2ort*ij-a 2 nm%7mfc<Dffi& jsomPa-s), 

;* hP-X6 5 SH - 5 0 <iSA£» {fi®*fl^Xil (ft) 8) (20"CtC*^ 
S 2fi*X*»?ftO«i«:#Sl5 0mPa • s) , ;* hP-X9 0 SH- 1 0 
5 0 (fiA£* «ttfc#Xfc (*) 8) (20t:fc*>t* 2MX*»*©ttft : 
l^llOOmPa - s) ^ * hP-X9 0SH-100SR (i£A£, ffiittfc 
«H (80 8) (20*Cfc^^« 2 1I%tKM©M : ID 1 0 OmP a • 

s ) , * hD-X6 5SH-400 (ttA£« mmit^xm vm 8) (2or 

2 : *94 0 OmP a • s) » ;* hP.-X9 0 S 

10 h-4 o o g&a«, mmt^xm m) 8) (2ot^(t*2iix*» 

4 0 OmP a • s) , * hP-X6 5 SH- 1 5 0 0 (i&A«> 
M^Xit («0 8) ttCCfcim* 2 M%7fci&jfc©«i& : ftl 5 0 0 
raPa-s), ;* hP-X6 OSH-4 0 0 0 (Sp D p«, AMHfe*!* («0 
8) (20X:\Z&ftZ> 2 ilX^ijKOftft : *9'4 0 0 0 mP a ■ s ) . *h 
15 P-X6 5 S H-4 0 0 0 (iSA£, ffijffift^XH (HO 8) (20"Cfc*W 
£ 2 S***»$ft0*!i£ : ®4 0 0 OmP a • s) , ;* bP-X9 OSH- 

4000 (m&z* mm^xm <w 8) wctz&vz 2 mm%*mm 

<D^m :^4000mPa - s) , * hP-X9 OSH-4000SR (M 
A«. flMWtMfi OK) 8) UO'Cfc&ttS 2 ttX7K&tt<Z>tt£ : *94 
20 0 0 OmP a • s) , ;* hP-X9 0 SH- 3 0 0 0 0 G8A£* flttWM* 
XII («0 8) (20"Cfc*Jj-4 2 :D3O 0 0 0raPa- 

S ) > ^ hp-X9 os h- iooooo osa€, fflrjtwb*i« «*) IS) 

(20 < Cf£:fett5 2 a*%7jc«©)teS :#9l00000mPa-s)v^h 
P-X 90SH-100000SR (S5A£, ft itHfcl^Xit (I*) SI) (2CC 
25 fcfcttS 2 mm%*mWt<Dttm ^lOOOOOmPa-s) fc2£©h HP 

* b P-XSM 1 5 (AA«> f&SMb^xai («0 8) : *U 1 5mP 

a - s, 2fi4%7KW, 2 Ot:) , ^hP-XSM2 5 0SA£* (SfcMt 
(80 8) (201CK:*Jt* 2 »*X7K»at©«i« : ® 2 5 mP a • s ) , 
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^hn-xsMi o o asas, mit^xm («o «) writm* i 

a*X*jWft©tt« : *9 1 OOmPa • s) , ;*hn-XSM4 0 0 (ISA 
fl^{b^XH («c) 81) (20"Cfcfctt* 2 SSXTMSFttOttft : »4 0 
OmP a • s) , * hP-XSMl 5 0 0 (S5p d b£> M^#X^ («0 S) 
5 ttOTCfcSW-S 2 S*X7K*atO«iK : » 1 5 0 OmP a • s) , *bP- 
XSM4 0 0 0 (ffia«* flMMfc*!* (WO M) (2(TCK:43ttS 2 M% 
*«MIOttft :tt4 0 0 OmP a • s) , ;* hP-XSM8 0 0 0 (ffia£. 

mmit^xm <wo w (2<rctefctt5 2 mm%*mwtv>t&& ■. ms 0 0 0 

mPa • s) &£©pWHr;WD-;* ; 

10 WSR N-12K« ^t>HHFttI) tfO'CK&ttS 2 
fi*5S*»fft©SiS: 400-800 mP a - sK WSR N-6 OK OS 
fli a^>*-;HHttl) (20 < C£:fctt5 2 a*%7K»?S©ttS : 2 
000-4000 mP a- s) , WSR 301 0Sa£» o.-:t>#-7t 
< KttK) (25t:fc*5»t* 1 S*%tKM©^ : 1500-4500 mP 

15 a - s) , WSR Coagulant GSM, 3-— :t>#— KffiK) 
(25*Ct*ft* 1 SS*7ki8Jfc©*fi& : 4500-7500 mP a - sK 
WSR 3 0 3 (ffia«. a.n^>*-W Ftt«) (25 < CC*3^§ 1 tt% 
TKSMfcOttft : 7500 — 10000 mP a - s) , WSR 308 (ffia 
a-^->*-A*-T Ffti) (25^^^^^ 1 : 1 0 

20 0 0 0-1 5 0 0 OmP a • s) fc£<Di$V X^l/^+S' H ; 

^>D"XF-1 5 0MC B*tttttt») (25 < C(C*5tt§ 1 

7K«Ott^ : 1200-1800 mP a- s), if>a-XF- 3 0 0M 

c assag* b mx>\z%\#& 1 250 

0-3 0 0 OmP a • sK +h>P-XF- 1 0 0 0MC B*S 
25 Ififtfi) mV\Z&tf% 1 SS«*»«tOtt« :8000-12000mP 

a • s) fcg<Di3)vtf*^*5-}\rt)vu-7>ir\>\)Vkit3Laifimft ena. 
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ti<tti o~8 om*%t&3. 

%zt\z&-oTMm-tZ>z\£tf'VZZ> a ZZT\ MG&ktff&Mte, 
b-;k x>^>, a{tx>7.X x^XhDX ttfi-fe^n-x, 

Hd^d hf;i/ir;WD-^, *;i/#^^^^;H2;up-^^- h u ?a, 

75tf7rfA, f^bUX ^5>, gS&**--fK, %fc^m.7)V 

-feJUd-T^hU^A, ffi$k±.)\>u~-z, D-V>~h-;k hi/A 

p-X, f^h'JX 7>?>, tHD^'>7*ntr;i/-fe;i/D-x> k Ko 
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tt) , 3-*P^X ^OD7^JK ^>#7> ffiHrf 

**9i0iMi[tt«aiicffl^6n* dpp- iv mgnwmM&-e&z>®^ » 
mn-vtUMfr e. ©nwttift^iig phi^d c © £ 5 

77J1/K, 7D>^. n^7E vWf>®, 77/t7^f>K, iW5> 
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' «®ii!ttiit©tiii dpp— iv ®.mm<D&m&&xf j t.<Dism* u 

3 011%t^5. 

*3&9i©ftoRtt«Sltt, 3te)W£<* "StUK* (#K k 

K £~>> £^ tJ-;k T#7„ 7 7 b) fc*tU 

ISHDLii, £*£»«) > AJRfiE'fb. fflUffi^ [I GT (Impaired 
Glucose Tolerance)], I FG (Impaired FastingGlucoseK I FG (Impaired 
Fasting Glycemia) , 1&L MBfe, Bl*l 

mtfua-aiu ' %%><d&t. naMi**. *»frit#] nzo 

*58E©#;fttt§S»J«, tlilS. IFG (Impaired Fasting 
Glucose) £fc&IFG (Impaired Fasting Glycemia) ^^^M^'n-CDjIM 

A? (£« H^it^^C'bfflVi&tis. 
DPP-IVffl^H», ii&jfiiifcDS'Jf WBkiMWy 2 6rag/d 

lK±*fctt7 5g«P^H^»ft«fttllk (7 5 gOGTT) 2P#IMj&U 

4 0mg/dlJ^±WIf*£) MftftK'f >XU 
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Tfc*DPP-IVMH*ii#l®*£bTl!&0. 0 1-10 Omg/kg^ 
#?£b<te0. 0 5~3 0rag/kgM, $6Hj?*l/<}J0. 1-10 
mg/kgMt^« £©*£1 0 1 0-2 tH&41-& ££#M£bV>. 

*^Hjo^ttM©4#^T(D dpp-iv -ffsu<tti 

at*, dpp-iv Mmm*M%m<D^Vj£fefet&mzR\^2>m&s dpp-iv©* 
glp— i tf&®mw%\zftmznz>fctb\z, m&miz dpp-iv 

Sifflt5W*5^ *»W©fctttt»«tt» miBfctofcoT DPP-IV 

as^*4S:Hn?#sfc«>, i a i ©©mt^-h^ dpp-iv fiftja^^m 
nr fe «k u ??#©«£$£££■ ©»H bT&#£ tix % «fc 

DPP-IV BE^HI 1 fi**&Kl**.U #f/B3£8I£ 0 . 0 1-10 0 tU 

aaiB»»m^*sitbTtt» mx\t^>^)>m\ (ak £^ 7* ©a? 




WO 2004/024184 PCT/JP2003/011570 

22 

X U >3E» ; -f >X V ><D7 5 if *> h ZtcteMMfc («,INS-1«), 

6 2 5 7 0, l^U ^XReglixane) ( J TT- 5 0 1), 
*h2fU^/XNetoglitazone) (MCC- 5 5 5), YM-44 0, KRP- 

5 2 9 7, CS-01L FK-6 14, 7#^U *1f-JMRagaglitazar) (N 
N-6'2 2), x1t^U^if-;KTesaglitazar)(AZ-2 4 2), BMS-2 
9 8 5 8 5, EML-1 6 3 3 6, WO 9 9/5 8 5 1 0fc«B*©fl?&» (09 
*.« (E) -4- [4- (5-^fJl/-2-7x-Jl/-4-tWJ;M 
b*v) ^>yi^tH$;] -4-7xZJ«|) ) , PPARrT^X 

10 K PPAR77>^-7.K PPARt/oxj.TJI'T^X K a-#)VU5/?^ 
— tfEMI #^'J^-7>, 7#>MS-X, S^Uh-Jk X5^'Jf 

>#?M»J cx;i/*-jwi/7^j (#1, h;w^s b\ ifu^>^75 b\ 

fDft] , GLP-lS«#T=f^h GLP-1, NN-2211, AC -2993 
(exendin-4) , BIM-51077, Ai b (8,35) h GLP-1 (7,37) NH,]., 
20 75U>7^-Xb (00, ^7AU>^H) , 7^X7^Pv>7*X7 
7* — i?ffi#3d (flU ;t^-5?>B6) , 0 3 73*-7, h (00, CL-3162 
43, SR-5 8 6 1 1-A, UL-TG-30.7, SB- 2 2 6 5 5 2, 
■ A J - 9 6 7 7, BMS-1 9 6 0 8 5, AZ4 0 1 4 0) , Sft9r£ffi$ft9 
(00, ^iJ^-^'^X*^- tllMSO, tf)Vzl~-Z- 6-*7>77^- 

25 -tfnaiFaw; ^*=f>»tt«i, y^h^^f>st^7^h) , sgl 

T (sodium-glucose cotransporter) m&M (00, T- 1 0 9 5) S£#*^tf 
T^yK lAji/^^yh, ft^yK y^W^yb. 
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K y^yUXfy K SNK-860, CT-112) > Wlf&k 
mmT&kzt^vMtim NGF> NT-3, BDNF, WOOl/1 

4372 \zt&no)-3.-uhu7j >m& - ftwfemm wx\z±- u- 

2nU7x.-)l) -2- (2-^fJl/-l-'f$^7 l J;W -5- [3- (2 

5 -^^7i;^y) 7°otr;i/i #*i*-i/-;i/fc<E) ) , mm&.temm 

Y-128), PKCES^J(E LY-3 3 3 5 3 1), AGEfigFSfl (f!U 
ALT9 4 6, tfT^i?>, tf^h^^X N-7x^->;i/^7 % /UC7A 
7o7< H (ALT 7 6 6) , EXO- 2 2 6) , }£ftBK*$£g|g (f!U 5 1 

m Ws -feunx^x y^n^zj-y, i/yn^^y, n/u^?x 
7 h;wtx^x 7;w\^^^x -i^^^^y^tz^n^om (fa, 

i-hV7&m ) , *^7U>£j»*fi*jW (#J, WO9 7/1 0 2 2 4 
£fB«£tfMb"£tK fafctfN- C [(3R,5S)-l-(3-7-feh^^-2,2-5?^^;i/y 
15 a tf;u)-7-£ a 0-5- (2, 3-v>* K^^7i-JW-2-t+y-t, 2, 3, 5-x h 7 

t h* p-4, i-^>!/#*ih? tr>-3— r y-tt-M tf^u s»-4-il«&£) > 

y^^y-h^ih^m (fl, ^y^^y-Y, 7U7j77-h, vA7 
^'J7 7^7-M , ACATM (#J, 7/t^7 
(Avasimibe) , l7Jk>7<7 (Ef lucimibe) ) , IStf * >£8M8lg M. 
20 nl/X^^SX.yn^n-jKnn^^^MCf^-n^-^Knicomol), 
-ir U h o— ;Mniceri trol)) » -f n+h^> hffix3\>k ffitt^o-o— ;P (fa, 
V-f^fP- JKsoysterolK Jtfi'T^UUV— ;Kr -oryzanol)) If 

25 x^yu;k T77;'j;w , yy-y^yyy u (fa, fj^wv 
?y i/Utt^fr, uv)V$y, x7pwx n;nf-;i/*>, -r^s 
+J-;i^>, -y;i^+j-;h?>, *vu\n^» , tf^v^Atera .(fa, tx 
X7xvtf x 7An^e>, x*xs?tr>, x#;w?tf» , ts 
U^A^Y>^;HIP^(^ l/^PV*UA,L-27152,AL 067K NIP-1 21) . 
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7x>7^75X 7i>tHX ->7*h^5>, 7>7i7'7tX X 
*-tr>7x^$>, Tv>>F-Jk 7x^7o/\7-^75X 7P^> 

(00, CL-3 1 6 2 4 3, SR- 5 8 6 1 1 -A, UL-TG- 3 0 7, 
SB-226552, AJ-9 6 7 7, BMS-196085, AZ401 

40) , h*&*&#MN* (m, u^>, cntf {tmmm%m 

B?) ) , nk>7h+r>73^7h (00, U>^HJ7"K FPL-1 

io 5 8 4 9) mtfmtfznz. 

x^7^K, v#P^>^7i?h\ MJi'CUM^T^r*, IiKp^pp^ 
7vb\ hHD7JMf7^H, ^>f;Vt FD^nn^vF, ^>7;t/ 
15 ^>>h\ ^U^TvH, *^7P5P7vF) , JfL7;PFX7"D>M (00, 

75F) , ^p;P^>if>x;i/*>75 HXSM (09, 7dM'JFX ;* 
"7;k>h\ -T>^A°5F) , 77-fe5 h\ -fVV;H£h\ X*£U>Bt \L 
l/^Xb\ 7\**Xh\ 7P-t5 H«g^w&n*. 

20 ffiJfc&ai£UT«, «A.«^U> (00, A/tU^HJ^A, AA'J> 
#;1/>"7A, ?)Vt-/V) >7"-hU r 7A(dalteparin sodium)) , 7^7 7'J 
> (00, •7;1/7tU>tjU7A) , fihn>h*>I (0!|> 7MfhD/t> 
(aragatroban)) , jfa&jgftijl (00, "7D^ — If (urokinase), ^V*?— 
if (tisokinase), 7Jl/x7°:7— if(alteplase) , 7^x7°^— if (nateplase), 

25 : E>f7 , 7- tf (mon tep las e), /t$x7°7— if (pamiteplase)) , sk'^ffl&M 
#P$9^ (00, ififfi^otf^Xticlopidine hydrochloride), z/UXfJ— 
jKcilostazol),^ 3+r^>hMx5 1 ;K ^77°P7 bi~ b U <7A(beraprost 
. sodium), &&trJM^l/5-Msarpogrelate hydrochloride)) feZtfmf 
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*^bj«, rDPP-iv mmn(Dminmm^m^2m^±(D dpp-iv 

£ lT, rDPP-IVEW^WPJj «, dpp-iv MII£^tr&M£ra 

n«i;<> ®tt&mmT&?Tbmm&mm-?&?x%^\ &fc, tdpp-iv 
pis^wmj (DDPP-ivM^tB^JW^«> m- 

numm*i&iti?z>mu mmvii<Dmwzjfc%i>T dpp-iv mmmzfam 

E(D o T h i v>„ 

ii^T, rDPP-iVia«^M»eSS)ffimt<i:D^fcBT§MJ £LT 

U;i4K:*3^#S£#!KiBSc 6*-f hNE (M.^ P-A77^ 

r»^fO©Mt#Vi dpp-iv m&%*fo&?&$lffl} tbTii #J;Lfc£# 

U^UP— ;Wb^U-feU H (#K Ge 1 u c i r e 5 0/1 3 
GATTEFOSSEtl!) §£#t-*;&:/1z;i^fc£*S^lf &n*. 

riwipHOJMsfc^UT dpp-iv ia#SI*ftai-r*tt»Jj fcbTtt, 
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D-A77^itiS!) 3 , * *7? U JW*3# U T-L D C^-T H7 
=*VhL-3 0D5 5 (i§p a o£, o-A7 7JKtti) ] > **7*lUWft 
3J |?ij7-S C*-fF5*yhS (iSfl.*, D'A7 7 HftI) 3 fc£© 

im«*^*flsiDatrc t c * o i»9rt«j8«»»b'€-©rt»ffi*^ dpp- iv 
its) &2*«¥wr&tts. 

r«|«*SVitt«F#K:«J:t)BP4J[tB*n*«3«J tum dpp-iv 

<t ns^ w s n 5 » t b > assf * n £ t «t o xa e> 
mm\*> Kwzm-x&oxb&^v, W9tv»t%j;h. k r2«± 

© DPP-IV M^WfiSOJ m-»BT?*oT%>«kViU S^fcfflitbfc 
W0»^TU^ ^l?,MittTtt, 2 «EU:© DPP-IV 

t s c t k <fc o x, \zt>tz^xmntc dpp-i v mm^m 

dpp-iv a#si^«JW+0 dpp- iv iagi£©^»te> dpp— iv n§n©« 

dpp-iv isittmfflWi fMriBi/fc*»w©^ttieBi«>»*^w 
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v> it;k t^x, ?yh) ffilBbfc#fB93© 

*»W®IS*0»##litt* WlcRSSn-f, 2 SBU:© DPP-IV 

mxu, i) 2ttK±©DPP-ivBa#**ir»«©¥-»«tbt:©a^ 2) 

2TO±©DPP-IVia#^WS3^J© : lSiciS^JibT©PlB#^ 3) 2S& 
±© DPP-IV S#^ ; t^J©1fiiC^J<i:bT©P#M^&^^T©^^i: 

t>n&5^ F!i^«A©«m^s#^SP^-r§^> 

DPP-IV Pl#^^a#lHI*<i:bT^0. 0 1~10 0mg/kg#l> fff* 
KttO. 0 5~3 0mg/kg^i> $^»l<ttO. l~10mg 

#3§HJ©EI£te> £#fifc*5tt£ DPP-IV |fi£2£©ftM8#4>fc< 

e ©gam* h&ib b fc*5s w ©^ttfisfl ©^£ £ mmommmm t 

*5SWtt, £ l Btp B m^«4> DPP-IV 10 fcV>U 90% 

(»*L<ttiott^b85X) «r*w*. dpp-iv umm^nmrnrnm 

Mi. rSJ^8Wp|W«fcJhJII+DPP-lYflHtS 10&V>b90% (ff*b<ttio 
fc^L 85%) 4rF2i*1§S* DPP-IV te^^WWMJ > ^ 12 
^Pb1^C«4 1 DPP-IV 10ftV>U90% (#*b< _tt 10 &V>1, 85%) 

{£T£-£#s> dpp-iv mmm$tmmmm&ni . 1 e» 8 ut 

ISJfcfc&oT, Ml* DPP-IV 10&t/>b90% (£f£L<& lO&^l/ 

85%) «T3*#*. DPP-IV B»***ttfflWW«WJ , 

5 12RfWlCt)fcoT, ttt DPP-IV 10 &V>L 90% (*?i;L<&10 
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z.cr\ dpp-iv ^tts««, M^MMskm^Mmt 

itMomm mm*s torn* mm&zwmmMy i^ot, dpp-iv 
m&&&xt*<D&i : &ifimfcz&&ifi&zifi* *i»Mit dpp-iv « 

&&pid, *^hj© rDPP-iv m&mttfofttam&Mi fc«*rs. 
*58^o dpp-iv ia*i6^WiS[a*Jffl«l3Wtt> dpp-iv sits, iofc 

Vib 90%, £?£b<«10&V>b 85%, ££ldt?£b.<telO&V>b 80%, ft 

«4> DPP-IV JStttt, «fS^.«^je©^»«a|fc|BSrr* rw^>F (Ra 
ymond) 6C0#?£ W7b'-f^-X (Diabetes), 47t, 
1 2 5 3-1 2 5 81, 1 9 9 8¥) J SfiJfflbfc^fc.kOiHI}rrS2:£: 
*>n?#5. IflfEbfcjMt* DPP-IV f£«T«, fi^<£SS^t&BfiT&tU;£, 
±IBbfcfi (10, 15, 75, 80, 85, 90%) iS^ot^TfeJ;^ £ 
««f DPP-IV S«TTO, JfiJt 1 * 1 DPP-IV jgtt©WSS»C«koT, ±13 b 
fc«£»£oWT*>«fcV>. #|;Lk£, DPP-IV 

ldE*o:*FiSfc»fc*»&K:tt» DPP-IV nH£teT*«±iaL£tt «fc D 
fe$6fc*tfttt»t)Tt>-«fc<, 90%«95%^±(^fg-e^oT ! b 

*5iwo dpp-iv mmm^MiaMmmmthx\t, «rflBbfc*»wo 
dpp-iv Basai^ttw©^ dpp-iv 

ilWBbfc*»w©rai©5'&©rbpp-iv M&^feftttKSUfc dpp-iv m 

*^§bj© dpp-iv , mw<« 

mmm ^v, -r^, +>-;k ^>yb) \z 
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T**£\ %&j&ftT&%m-ivmwM*m%i®m£LT®o. oi~i 

0 0mg/kg(tt, £?£L<teO. 0 5~3 0mg/kg#l, SStd? 
£L<teO. 1-1 Omg/k gftfiT&tK 1 0 ltHK2 0S# 

ftfifc&ttS DPP-IV IS*|gCDf£ffl»& < t fc&fufr B#^@S (0f 

sb<«^m 4 mm) &T?<DmmLT&znzmm\z&j*r 
#9s§ii© dpp-iv ®.mm^mtfcmmwmttt, mmLttmw<D®Mc&mm 

fc^* B tt 2- { [3- (7 5 7 * -2--f V 7?)V-4r7 x-JH V -1 , 2- 
v t H D-6--T V * / U -;W T-fe h 7 5 H -7jc?n$j£, 
^tJC«L-threo-<7P-<^;i/ 9-7\fVV> (P32/98) S-tn^n^ft 

1 

ft^B (150mg) , Alt (1184mg) , D->X*-3=- (360mg) , HPC- 

1 (fta«, s*WB («o «)• (60ig) > *;p#+V^5 1 ;u.-fe;PD-^A 

;W>£A (ffiffig : ECG5 0 5> HISHA 8) (60mg) , SSfi-feJU 
U-X (iSp^:7lft;K Jfi<k^XH «*) SI) (172mg) M^7f7'J 
>ST^->^A (Hmg) ^fL^T^Lfc. nznZW&mott 200mg 
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'&)&<DmMm 1 ~ 6 , 8~10> 1 7T*m^tc4k&%A\t, # 

it^A -mWk (2.04 g, 5 mmol) <7)tK (20 mL) mmziMfe 7»ffc 
^HJ^A (10 mL) £3s3raU #e»nfcfl^i|^IlTl 0^«Lfc. 

10 ^e»S^tT> ft£tlA(0.87 g, 82. 9%) <D^*%tc» 

: 2 6 (° ) ®Pp3P!I : dffl (t>^hP-A) 
5.9 8 14.8 
7.8 8 11.2 
15 8.44 1 0.5 

17.1 5.19 
##0>J 3 . 

^©HJSm&cfctfl 8-2 3T:m*tzfc&%}A}ts &.<D£.0\ZLXm. 
20 isbfco 

1 ) 3- (7 5 / u-)V>-i-^( y^Jhl-t^V-4-7xZ;hl, 2-i^t Ko-r 
V^ry U>-6-*;l/fchU;K0.80g, 2.4mmol), l^TKm^hU^A 

(0.48 mL, 0.48 mmol) ££t£/K (1.42 mL) (DU^\Z, z?*?)17s 
;M^>F (2.0 ml) £*IQ;L 85t:T 1 mmmW^fc. fcfoWL* 1 RtPeWt 

25 T^^t^bm i ntp^wf Tit#Lfc. mm^rc^^^L, * 

(1 mL) 50 < CT'Mffi^bT, ib^A • 1/2 ^^T.Jl^v 

Fft* (0.88g, 93*) JIW B tLT#L 

2) fb^tlA • 1/2 S^^XMI^vFMj (10.0 g, 26 mmol) 

(40 mL) (DM&m sQvr-mwLTmmzntzo z.z>®m\z mx:t* i 
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fife mm (27 mL) £gsiOl/T> »pH^1.5IHlbfct, f£tt£*(0.5 

g) *m\\L. wvrio ttmm.&Lrc 0 S'I4m£3i&u *?;-)v-7k (2 : 

1, 10 mL) Tft^Lfc. 5lti«§^t ( 60tTljfl^&, 5* 7> 
^EXTtR (15 mL) »JnbT,^(DpH^7.3 CillL/fCoK^^TK (1.3 

mu zmTisfrWi, i p#f B ^Hj-T^a*-e^u, 2 i ^mmw 

Vfc, #rffibfdgil£«U Mbfe^^/-;W7K (l : 1, 15 mL) x*m 
frVfcWi. 50 £ CTMffi^bfe o #e>tlfc^ (10 g) tMX^l/ (100 mL) 

75t:T i w^bfco fsn^iil^ i B#p B ^HtTg?a 
£t<$£pu £e>£M^-e i mmwvtco ^n^mu ftitfcifi 

(20 mL) 50 t CT^J3E^bT, 4fc£$lA(7.5 g, 85« £ 

®m& : 26 C) mmm: dig (t>^hn-A) 
8.9 8 9.8 4 

10.0 8.8 2 

16.0 5.5 5 

17.1 5.19.. 
2 2.9 3.8 8 

2 4.8 3.5 9 

2 5.8 3.4 6 

#«I4 

»»J1 3-1 5Tffl^/c<fc£feBteU ^i^llUlSlWc. 

2-{[3-(T^ J ^)V)-2-i y^JH-7i-JH-^y-l, 2-vfc Fa 
_ 6 ~f Ux;i/]^M7-kh75 H (1.0 g, 2.6mmol) £X;$V-Jl/ 
(10 mL) tK(10 mD^in^fc. -e©^ ft-&^B©«#gil£ 

B(0.31 g, 31. OX) (D%£&*Wco . 
Ttmfrffim C i2 H 25 N 3 0 3 H 2 0 <h LT 
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mmm: C, 66.48; H, 6.85; N, 10.57. 
MMt: C, 66.51; H, 7. 05; N, 10.50. 

®1fr& : 26 (° ) TOPS: cHi (t>^hD-A) 



7. 


5 0 


.11. 


7 8 


1 1. 


2 


7. 


8 9 


1 3. 


7 


6. 


4 6 


1 4. 


7 


6. 


0 4 


1 8. 


5 


4. 


8 0 


1 9. 


8 


4. 


4 7 


2 0. 


4 


4. 


3 5 


2 7. 


4 


3. 


2 5 



{b"&#lA (lOOmg) , HPC-L (fSM, B#Wji (tt) fit) (180mg) & 

^hp.c-m (aa&, a*wm owo m momg) ^%^u^tc 0 
t*t«u aft «m ©«Ba*»fc. 

U 2 

-fb-n^A (lOOmg) , HPC-L tiSift£, • B#tfJ§ (HO 88) (450mg) & 
£tfHPC-M (flgp a n ^ B*W3S (80 fit) (450mg) **jrr»£L&. 

nt>nz>msm<Do% 2oomg wui <gwR?«8i) &jbv> 

TflTteU itft8mm©^^#feo 

mmm 3 

ftl^ttA (lOOmg) , HPC-L Ifp^ B*WM («0 «D (720mg) & 
ct^HPC-M B#Wit (80 S3) (180mg) S?L*T?ffl'&bfc. 

#6n-5jg'&%CD5-fe 200mg *fftEE#>^S;^^« (SSTMM) Sffltr* 
TffilL, £ft8im©te»J&#fc. 
#i»J4 
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fc£*bA (lOOmg) , Polyox- WSR303 a-^->*-A* 
-f FfrlSD (720mg) *3«k^'JX^W>^U3-;U6 0 0 0 (180mg) £?L 
&Tig£bfc„ %t>nz>U%m(D0-t> 200mg £iftJ£#>7a;?V;**l (S5Jf 

5 mmms 

fc&®A (lOOmg) > Polyox WSR303 

-f Htt«) (450mg) ^WJX^l/^'J^-JkGOOO (450mg) £?L 

io mmm6 

fc&WA (lOOmg) , Polyox WSR303 <M&%, OLZ.*>tJ—K 
•fFttSI) (180mg) ^ct«UX^l/>^Un-;i/6 0 0 0 (720mg) £?L 
fcSn-Sft^*©^ 200mg &|ft/£^>y^7 0 l/7.^ (SW 
MM) Sfflt^TJIteU US 8mm 

15 mm 7 

fc&VsA (300mg) :fe«fctfHPC-M (® n a q£, B^WjS (80 St) (700mg) 

^^T^bfco^^n^M'B-t)©^^ 2oomg %®&#>7£,7u*m(m 

fflli) £JIH>TfT&U fig 8mm (Dim&Wt. 

20 ^«JA (78mg) , TC-5S imMik^XM (J*) St) (47mg) , 

;* ha-X9 0 SH4 0 0 0 (Wa£, mmit^Jim (80 It) (190mg) & 

j;^T7u>iT^'>^A (2.4mg) £?ure*i£b&. #6n*a-&* 

©3-6 243mg S»BE#>ya^^» (SWttfcSt) £/BVvr*T«U fig 
8mm ©ftfeffl&Wfc. 
25 Hifi^J 9 

<b£«jA (79mg) , TC-5 S (iSift*, «iKb«H (80 St) (H9mg) > 

> hn-x9 o sh4 o o o m&&* mmc&xm owo s» aismg) & 

i^f7'J>K7n^A (2.4mg) #Sn*S£4& 
©5-6 243mg £faff#>:/5S;:/l/X$S OUffflfttfi) SfcJBWrffttU fig 
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8mm £>t£3!i£#fc 0 

nmm i o 

ik^mA (79mg) > TC - 5 S (ffiA«, fl*Mb«* (ft) » Cl90iig) , 
^ hD-X9 0 SH4 0. 0 0 (AA«« fs^-fk^XH (ft) IS) (47mg) £ 
i^fT'J^^^A (2.4mg) &¥Lfta?il£Lfc. #6tt*»'&* 
243mg >7°5£7l/*m (1IIW £JflV>T*raU M 

8mm<D$63!J£#fc 0 
D!«J 1 1 

fb£*C (lOOmg) , HPC-L GSA£. S*#S (ft) it) (450mg) £ 
ctr/HPC-M (MS, n*WM (ft) ») (450mg) £?L#TiI'&b&. 

wsnaa&iboss 2oomg sMUE#>^a^^^« 

1 2 

fc£*C (lOOmg) , HPC-L (igp n p£, B^WjS Oft) St) (720mg) * 
^HPC-M (SM, H#W3t (ft) ®) (180ng) ^SWrSfrLfc. 

TJTttU Eg 8mm ©»Wft#fc. 
H»J 1 3 

-fb-a^B (75mg) :|3«fctfHPC-L (j&n n p£, B*WS (ft) tt) (925mg) 
£?Lirai£-bfCo &e>n&&&1S0<Do% 200mg 1'** (3 

mmm 1 4 

fc&WB (37:5mg) , HPC-L (iSA£, B##3§ (ft) S) (370mg) & 
£tfHPC-M (ffiA«, B*#^ (ft) W (92.5mg) &?b*T?S£L-fc. 
f^n-5i^(D5S 200mg Mffitf >:/:£:/ 1/*$£ (SWttttifi) £fflv> 

H»J 1 5 

ik&MB (37.5mg) , HPC-L (&&£, B*tfSI (ft) ») (231. 3mg) 
&£tfHPC-M (iSA** B*WM (ft) ») (231. 3mg) ft?L»"Cfi^U 
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re* #&n*»£«©35 2oom g *m)£-#>7%7uzm mmmmw * 
mmm i 6 

flr&fcA(120ng)£j&7 OtfflbfcGe luci re. 50/13 fflShZs 
5 Gattefossel) (2280mg) fcMU »bfc. #^n§^#3 
©?£ 400mg £ 1 ^7^>#7*;Wc35&U ^UT°2 4B#TOttbT@ 

1 7 

»9 0 < CTiiib^J^^A , O') (i§j q D p^:#'Jy>^>^X 103, 7D 
io -i>hMMU) (228mg) l:Ge 1 uc i r e 5 0/1 3 (ffiffig* Ga t t 
e f o s s eS?) (2052mg) £gsinU ft! 8 0t;tC«Lfc o nZtlZMG 
m\Zit£toA (120mg) £»U »&n*ffi-&«J©5-&40(ta«* 

IWJ 1 8 

15 it&VOA (lOOmg) , «k^>?S GSiB£ : y^WyPXlOU 7D^> 
h£!£(Bl) (500mg) , 93L>n (lOOmg) *«fcCfflJI (300mg) £¥L8a?Jl"& 
Ltco ft6n*S^ft©'5-6 200mg 

«#J 1 9 

20 te£-%A (lOOmg) , WfctY^ (Bf D ^ : J-JVVytrXlQU 7EK> 
hSUS) (500mg) , 7X>K (lOOmg) ScfctflLS (300mg) *?L#:T?jg'& 

bfc. #e>n§^ti©-5-fe 2oomg ^tftjE7j?>^yi/x^ (iins® 
mmm 2 0 

25 fl3^«A (lOOmg) , HPC-L B*W^ (WO M) (500mg) , 

HPC-H (ftA«. B#WjS («0 S3) (300mg) ^J:^X>m (lOOmg) 
&ft#T®£L&.fcSn*S#»©'5'fe 200mg'*«UE#>^a^^*(S 

2 1 
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it&MA (300mg) > HPC-M (iffifl,*, B*W^ (80 M) (400mg) 43 
«ktX^X>|| (300mg) £¥L&T®£L£. %t>*l%m&m<D0% 200mg£?fc 

HMI-2 2 

5 %&m& (300mg) , ^ hP-X9 0 SH-4 0 0 0 <M&£* mMit^XM 
M) «) (500mg) &«fctf£X>® (200mg) £?L$rag£Lfc. #£>ft& 

Eg 8mm ©«U*0£»fc. 
H»J 23 

10 ^*&«JA (300mg) , * hn-X9 0 SH-4 0 0 0 (M£, flWMfc*lMI 
(ttc) ») (250mg) , HPC-M (i«p n p£, B*W31 («0 ») (250mg) 
:fccktf*X>g| (200mg) fcaJFCaG^fc. %^>n^>U^m<D^% 200mg£ 
?ftj£^>^y^xa (MID fcflH>T*r«U fig 8mm ©«8lfc*§. 

15 £ %0!l 2 4 

ft^B (600mg) , * hD-X6 5 SH-4 0 0 0 (iSM, imit^XM 

(140 ft) (400mg),TC5-RW(^p n p^>M^I^(»)M) (800mg) , 
v>-h-;U (180mg) feiOUxTU^Kv^^A (20mg) £?L$ta?iI 
#e>tlSS^©5-& 400mg»JE^>7^7>X« (SWUM) 
20 £/8V>T*T&U tt#llmm©^J*#^ 0 
SfeMSfll 2 5 

-fb^B (900mg) ,/ho-X65SH-400 (Sffi€, flWMt^lDI ($0 
tt) (600mg) , TC5-RW (ffiA«, MMit^Xm (#) W (600mgK 
T>^h-;U (840mg) > n&=-mt& (30mg) fc^XxT 'J >tT^^ 
25 y^A (30mg) £?L#Tig£Ufc. #Sft5*g£iJ©5£ 400mg £$|jE^> 
T^U** (liiii) &m>T*IttU agllmn©te3W*#fc. 
HJI^J 2 6 

l"t£tJB (450mg) , HPC-L (1ffifi«, B*Wil ($0 SO (1020mg) , 
(15mg) fe^tfXxTU^^^^A (15mg) £¥Uiar 
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ii^bfc. mznzm&mott 4oomg ^m&^>^-fuxm (mmmm 
mrnm 2 7 

ft^B (450mg) > Polyox WSR303 3.-^->*-A* 
5 -fFftSS) (150mg),TC5-RW(M^,m^b#lSI(^)^) <450mgK 
h-JU (420mg) , «6=zia6{t:ft (15mg) fcitfXxT'U >BT^* 
v^A (15mg) .ft?L»T?ffl'&bfc. %t>nZ>M%mv>0% 400mg £$J£tf > 

2 8 

10 tt&mB (450mg) > * hD-X6 OSH-4 0 0 0 (ffiffig* fltilfift^Iil 

oho ss) O50ig) , t c 5 - rw mm,** mm<b#xm (w> «) usong) , 

— )V (420mg) , JtfeHZlMfttt (15ng) *itf7f7'J>K7^ 
->#A (15mg) SS J #T?®'&Lfc. #6ft£2g£«?-& 400mg £fSJB^> 
^yi/Xa (SOTIftttft) *fBWrfT«feU itS 1.1mm ©!&W*#fc. 
15 HWJ 2 9 

fb£46B (45'0mg) , ^ hD-X9 0 SH-4 0 0 0 (ia a D «, flWWb^IIH 

(«0») (225mg),TC5-RW(®D a a^Wf^b^X||(tt)©) (375mg) , 
T>- h-;i/ (420mg) , ^feHzi^« (15mg) ^J;^r7'J>^^ 
(15mg) £?Lfln?JI'&b&. %t>n2>MGW<D5t> 400mg *jftJEE#> 
20 -/^^l/X^ (SOTtM) £JB^T*T«U tt«lliiBOtt»Jft»&. 
H»J3 0 

ft^tfB OOOmg) > ^ hD-X6 OSH-50 (]8A£< flMHWHt «*) 
SSI) (1200mg) , -?>-h-)l (840mg) , gfi=^BMb« (30mg) fccfctfX 
t7'J>SI7^^ (30mg) SSHifcTii^Lfc. nZtlZBGWlO?* 
25 400mg £tftJE#>^yi/^^l -(99FMttSD */8^T*T<8U Mlimm© 

H«J 3 1 

it&WB (450mg) , / h 0-X9 0SH-4 0 0 OSflfc, ftjttftlttjfl («0 
SS!) OOOmg) , TC5-RW mfflt¥X& Oft) 88) (300mg) , 
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^>~b-)V (420mg) , m&E.-WL{m 05mg) *3<ktfXx7 U 

(15mg) SfLi^T^bfco #e>n5^$&©5^ 400mg £*ftEE^> 

y^^i^x^ (aw«m) zm^xtmL. m&nmiom&ntco 
m&m 3 2 

5 -ffr&tlB (450mg) , ;* hP-X6 5SH-50 0ffii&£* ffiil&fb^Xit (ttO 
M) (600mg) , (420mg) , n&=~Mim (15mg) 

400mg^te^>^^l/7>a &ffl^T*mU *#HmmO 

10 SWJ3 3 

-ffc-a-tJB (450mg) , ;* hn— X9 0SH-100 (4 n p^> jfi^b^Xit (tfe) 
13) (600mg) , 7>-b-JV (420mg) , (15mg) 
T-7U >gr?#*~>#A (15mg) *&Mrzm&hfr. »&*X*»£*©"3"£ 
400mg S«UB£#>^ f a:^V'^« S/fl^TffteU Mllmm© 

MM 3 4 

fb^B (450mg) , j* hn-X6 5SH- 1 5 0 0 (i&p a B £, fli^b^Xti 

(80S) (225mg),TC 5 -RW fl«Mfc^3jl(«0» (375mgK 

T>-h-;i/ (420mg) , ^feH-m^ (15ng) *«ktf*"?7U 
20 ~><?A (15mg) S&WrTffi'&bfc. nznZM&WKOSt 400mg £$ftJE#> 
7°5£:/]/X$£ (SfflfltttSD £fflV>T?mU fc&llmm©«ISiJ£#fc. 
H»J3 5 

{b£tlB (900mg) , ;* h P-X9 0SH-40 0 (iSM, ffii^b^Xlt (1*) 
8) (450mg) > * hP-X6 0 SH - 5 0 Mfb^Xit («c) S$) 

25 (1200mg) , T>^h-;P (390mg) , 3t&==LgMb« (30mg) £«ktfX:r7 
U>K^^*>^A (30mg). £¥Uia?2I£-b£. ft&ftaffi'&fcO'S'fe 400mg 

WJ3 6 
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it£®B (4190mg) , ^ hO-X9 0 SH-3 0 0 0 0 (iSp a p£, 

xm owo n) (sooomg) , ^ hP-xs b- 4 ass*. mMik^XM (W) 

$g) (2000mg) , ^H%-fe;i/P-X (2000mg) ^ T>^1 — )V (3570mg) * H 
(40mg) &&X$7,7-7V>Wr??f*^k (200mg) ^^Trg 
£bfc. 500mg^^BE^>7^-/l/X^ (SW^SS) 

£fflV>T?I^U It^llmiii<Z>£££!l£:#fc. 
«0!I3 7 

<fb£-f)B (2095mg) , b D— X 90SH— 1 0 00 0 0 («£> {fiSfb 
^XH(tt)K) (2000mg),^S-b:;i/O-X(2000mg), , 7>-h-;K3785mg), 
^H-m^ (20mg) ^^Xf7'J>i|-7^>">A OOOmg) £?L§fcT 

^Lfco %t>n%m&m<D5% soomg ^jE#>7 o ^yi/x^ aiTOta 

S3) £/BWTtT^U E^llmmC^J^trco 
£J£09 3 8 

fl^jB (104. 7mg) , ^ bD-X9 0 SH-4 0 0 0 (Mi£^ ffiiUb^I 
H (Ifc) £D (116. 6mg) , i§Jirfe;i/D-X (33.3mg) , T>rH^ (71.8mg) 
&J;ttXx7U>m^*v^A (6.6mg) ££tr 333mg TO 

$fl*0J 1 

T&fr*>, «0tJl~3T#e»nfe^J^^T, i&ffit*lfc 0. 

i %-fe^;i/hU^?;P7> ; e^ t >A7'ps H (ctab) ^u^nm-fitm 
mnmmwi-WL (&tf> cTAB^umr.mtmtttz>) soomu 0^ 

StlOOrpm) ^ffo/to [«1] £fc, Witt, 

[^1] 



i&m^ (%) 
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mm (h) niii mmm2 gmms 



0 


0 


0 


0 


1 


7 


10 


19 


2 


11 


17 


32 


4 


20 


31 


56 


6 


30 


43 


79 


8 


40 


57 


93 


10 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


18 


79 


93 


98 



ffofc„ *g*& [*2] fc^T. MiJtit, &mmi<Dfmfc'z> 
^xmu^Bihum^ff^rctz.^, io ^o^tbw ioo%-?&ofc, 

[*2] 



B»«l (h) »W (%) 

0 0 

1 8 

2 24 
4 53 
6 85 
8 95 
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10 99 

*mm 3 

*%m<Dtt<Dtom*V'i'7 i ?i>)V*'7??-'V iv (dpp-iv) MiSttStf 

tta i «t i -e# e tutim i « & > — iftifi* ^ fc f" *w*k: 

&n&*-V1t. K#WRtXK#ftO. 5, 1, 2, 4, 8 BMP 
j^£«U ftStlfcMU DPP-IV «ttSaTO<t5K:bTa 

EJfcfcW^K (Raymond) (^f T If — r>f *rX (Di 

abetes), 4 7#, 1 2 5 3-1 2 5 81, 1 9 9 8¥) «CT9 
6 7Wi£:7>-h£ffl^T3 Ottilbrc. tK7 0mL> lMbU7.-*£ 
Hiii (pH7. 5) lOtfLC, lmM^U'>^*^nU^-p--h 
n7nU K(G 1 y-Pr o-p-NA; A'y^Atl)7Ml 0 0 mL£ 
S&bnU 2g-&«£P®iLfc, *V>TS6W#lfe, ftP#«fc£]liLb&»WJliL 

D^TP3i»b3fc+>->y;nfiilt2 o jti i £±f2M-a-M£fti*- 3 ot: 

tfcfil) £JflV>Tkfi4 0 5 nmTfiteb, ^©itJn (AODs) 

©ifjD (AODc) , jfeJIt^S^ViR^ttC^W-SK^flEOJtJn (AOD 
' b) £l?riJi&#!i&£ 1 0 0%t?Z> DPP-IV fUS 

SC: [ (AODs -AOD b) / (AODc -AOD b) ] XI 0 0 
fcckOfHrbfc. [£3] DPP-IV«*fe«fck TOM 

±«PPillg (n=3) 
[*3] 



DPP-IV M (%) 
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